Weaning Practices in Phenylketonuria Vary Between Health Professionals in Europe by Pinto, A et al.
Contents lists available at ScienceDirect
Molecular Genetics and Metabolism Reports
journal homepage: www.elsevier.com/locate/ymgmr
Weaning practices in phenylketonuria vary between health professionals in
Europe
A. Pintoa,⁎, S. Adamsb, K. Ahringc, H. Allend, M.F. Almeidae,f,g, D. Garcia-Arenash, N. Arslani,
M. Assounj, Y. Atik Altınokk, D. Barrio-Carrerasl, A. Belanger Quintanam, S.M. Bernabein,
C. Bontempso, F. Boylep, G. Bruniq, M. Bueno-Delgador, G. Caines, R. Carvalhot, A. Chrobotu,
K. Chyżv, B. Cochranew, C. Correiax, K. Corthoutsy, A. Dalya, S. De Leoz, A. Desloovereaa,
A. De Meyerab, A. De Theuxac, B. Didyczad, M.E. Dijsselhofae, K. Dokoupilaf, J. Drabikag,
C. Dunlopah, W. Eberle-Pellothai, K. Eftringaj, J. Ekengrenaj, I. Errekaldeak, S. Evansa, A. Foucartal,
L. Fokkemaam, L. Françoisan, M. Frenchao, E. Forssellap, C. Gingellaq, C. Gonçalvesar,
H. Gökmen Özelas, A. Grimsleyat, G. Gugelmoau, E. Gyüreav, C. Helleraw, R. Henslerax, I. Jardimay,
C. Joostaz, M. Jörg-Strellerba, C. Jouaultbb, A. Jungbc, M. Kanthebd, N. Koçbe, I.L. Kokam,
T. Kozanoğlubf, B. Kumrubg, F. Langbh, K. Langbi, I. Liegeoisbj, A. Liguorin, R. Liljebk, O. Ļubinabl,
P. Manta-Voglibm, D. Mayrbn, C. Menesesbo, C. Newbybp, U. Meyerbq, S. Mexiaay, C. Nicolb,
U. Ochbr, S.M. Olivash, C. Pedrón-Ginerbs, R. Pereirabt, K. Plutowska-Hoffmannbu, J. Purvesah,
A. Re Dionigibv, K. Reinsonbw, M. Robertbx, L. Robertsonah, J.C. Rochae,g,by, C. Rohdebz,
S. Rosenbaum-Fabianca, A. Rossicb, M. Ruizcc, J. Saligovacd, A. Gutiérrez-Sánchezh, A. Schlunece,
K. Schulpisbm, J. Serrano-Nietocf, A. Skarpalezoucg, R. Skeathch, A. Slabbertci, K. Straczekcj,
M. Giżewskacj, A. Terryck, R. Thomat, A. Tookeaq, J. Tuokkolacl, E. van Damcm,
T.A.M. van den Hurkam, E.M.C. van der Ploegcn, K. Vande Kerckhovey, M. Van Driesscheaa,
A.M.J. van Wegbergco, K. van Wykcp, C. Vasconceloscq, V. Velez Garcíacr, J. Wildgoosecs,
T. Winklerct, J. Żółkowskav, J. Zuvadellibv, A. MacDonalda
a Birmingham Women's and Children's Hospital, Birmingham, UK
b Royal Victoria Infirmary, Newcastle, UK
c Department of PKU, Kennedy Centre, Department of Paediatrics and Adolescents Medicine, Copenhagen University Hospital, Glostrup, Denmark
d Sheffield Children's NHS Foundation Trust, UK
e Centro de Genética Médica, Centro Hospitalar Universitário do Porto (CHP), Porto, Portugal
f Unit for Multidisciplinary Research in Biomedicine, Abel Salazar Institute of Biomedical Sciences, University of Porto-UMIB/ICBAS/UP, Porto, Portugal
g Centro de Referência na área de Doenças Hereditárias do Metabolismo, Centro Hospitalar Universitário do Porto - CHP, Porto, Portugal
h Congenital and Metabolic Disease Unit, Gastroenterology, Hepatology and Pediatric Nutrition Unit, Sant Joan de Déu Hospital, Barcelona, Spain
i Division of Pediatric Metabolism and Nutrition, Dokuz Eylul University Faculty of Medicine, Izmır, Turkey
j Hôpital Necker enfants Malades, Centre de référence des maladies héréditaires du métabolisme, Paris, France
k Pediatric Metabolism Department, Ege University Medical Faculty, Izmir, Turkey
l Servicio de Pediatria, Unidad de Enfermedades Mitocondriales-Metabolicas Hereditarias, Hospital 12 de Octubre, Madrid, Spain
m Servicio de Pediatria, Hospital Ramon y Cajal Madrid, Unidad de Enfermedades Metabolicas, Spain
n Division of Artificial Nutrition, Children's Hospital Bambino Gesù, Rome, Italy
o CHRU Clocheville Tours, France
p National Centre for Inherited Metabolic Disorders, Temple Street Children's University Hospital, Italy
q Meyer Children's hospital, Florence, Italy
r Children's Hospital Virgen del Rocío, Seville, Spain
s Mid Yorks NHS Trust, UK
t Hospital Divino Espírito Santo, Ponta Delgada, Portugal
u Children Voievodship Hospital, Bydgoszcz, Poland
v Institute of Mother and Child, Warsaw, Poland
w Royal Hospital for Children, Glasgow, UK
x CHLC- Hospital Dona Estefânia, Lisboa, Portugal
https://doi.org/10.1016/j.ymgmr.2018.11.003
⁎ Corresponding author.
E-mail address: alex.pinto@nhs.net (A. Pinto).
Molecular Genetics and Metabolism Reports 18 (2019) 39–44
Available online 25 November 2018
2214-4269/ © 2018 The Authors. Published by Elsevier Inc. This is an open access article under the CC BY-NC-ND license 
(http://creativecommons.org/licenses/BY-NC-ND/4.0/).
T
y University hospital Leuven, Belgium
z Department of Human Neuroscience, Sapienza University of Rome - Policlinico Umberto I of Rome, Italy
aa University hospital Ghent, Belgium
ab Center of Metabolic Diseases, University Hospital, Antwerp, Belgium
ac IPG (Institut de Pathologie et de Genetique), Charleroi, Belgium
ad University Children's Hospital, Cracow, Poland
ae AMC Amsterdam/Emma Children's Hospital, Netherlands
af Dr. von Hauner Children's Hospital of the University of Munich, Germany
ag University Clinical Center in Gdansk, Poland
ah Royal Hospital for Children Edinburgh, UK
ai Universitäts-Kinderklinik Würzburg, Germany
aj Queen Silivia's Children's Hospital Gothenburg, Sweden
ak Hospital Universitario de Cruces, Vizcaya, Spain
al Cliniques universitaires Saint-Luc, Belgium
am UMC Utrecht Wilhelmina Children's Hospital, Netherlands
an centre de référence des maladies héréditaires du métabolisme, Hôpital Universitaire Robert-Debré, Paris, France
ao University Hospitals of Leicester NHS Trust, UK
ap Karolinska University Hospital, Stockholm, Sweden
aq Nottingham Children's Hospital, UK
ar Hospital Central do Funchal, Portugal
as İhsan Doğramacı Children's Hospital, Hacettepe University, Turkey
at Royal Belfast Hospital for Sick Children, Northern Ireland, UK
au Department of Pediatrics, Inherited Metabolic Diseases Unit, University Hospital of Verona, Italy
av Albert Szent-Györgyi Clinical Centre, Hungary
aw Kinder- und Jugendklinik Erlangen, Germany
ax Klinikum Stuttgart Olgahospital, Germany
ay Centro Hospitalar Lisboa Norte - H. Sta Maria - Unidade de Doenças Metabólicas, Portugal
az University Children's Hospital, University Medical Center Hamburg Eppendorf, Germany
ba Universitätsklinik Innsbruck department für Kinder- und Jugendheilkunde, Austria
bb CHU, Angers, France
bc Charite, Virchow Klinikum Berlin, Germany
bd Skane University Hospital, Sweden
be Child's Health and Diseases Hematology Oncology Training and Research Hospital, University of Health Sciences, Ankara, Turkey
bf İstanbul University İstanbul Faculty of Medicine, Turkey
bg Cengiz Gökçek Maternity and Children's Hospital, Gaziantep, Turkey
bh University Hospital Mainz, Villa metabolica, Germany
bi Ninewells Hospital, Dundee, Scotland, UK
bj CHRU, Hospital D'enfants, Nancy, France
bk Oslo University Hospital, Norway
bl Children's Clinical University Hospital, Riga, Latvia
bm Agia Sophia Childrens' Hospital, Athens, Greece
bn Universitätsklinik für Jugend und Kinderheilkunde, Müllner Hauptstr, Salzburg, Austria
bo Hospital de Santo Espírito da Ilha Terceira, EPER, Portugal
bp Bristol Royal Hospital for Children, UK
bq Clinic for Paediatric Kidney-, Liver and Metabolic Diseases, Medical School Hannover, Germany
br Metabolic Department, University Hospital Muenster, Center for Pediatrics, Germany
bs Hospital Infantil Universitario Niño Jesús, Madrid, Spain
bt Norfolk & Norwich hospital, UK
bu The Independent Public Clinical Hospital, Medical University of Silesia in Katowice John Paul II Upper Silesian Child Health Centre, Poland
bv Department of Pediatrics, San Paolo Hospital, ASST Santi Paolo e Carlo, University of Milan, Italy
bw Tartu University Hospital, United Laboratories, Department of Genetics, Italy
bx Hôpital Universitaire des Enfants, Reine Fabiola, Bruxelles, Belgium
by Centre for Health Technology and Services Research (CINTESIS), Portugal
bz Hospital for Children and Adolescents, Department of Women and Child Health, University Hospitals, University of Leipzig, Germany
ca Department of General Pediatrics, Adolescent Medicine and Neonatology, Medical Center – University of Freiburg, Faculty of Medicine, Freiburg, Germany
cb Division of Inherited Metabolic Diseases, Reference Centre Expanded Newborn Screening, Department of Woman's and Child's Health, University Hospital of Padua, Italy
cc Hospital Universitario Nuestra Señora de Candelaria, Tenerife, Spain
cd Children's Faculty Hospital, Kosice, Slovakia
ce Department of General Pediatrics, Neonatology and Pediatric Cardiology, University Children's Hospital Duesseldorf, Heinrich Heine University, Düsseldorf, Germany
cf HRU, Málaga, Spain
cg Institute of Child Health, "A. Sophia" Children's Hospital, Athens
ch Great Ormond Street Hospital for Children NHS Foundation Trust, London, UK
ci Evelina Children's Hospital, Guy's & St. Thomas' NHS Foundation Trust, London, UK
cj Department of Pediatrics, Endocrinology, Diabetology, Metabolic Diseases and Cardiology of the Developmental Age Pomeranian Medica University, Poland
ck Alder Hey Children's NHS Foundation Trust, Liverpool, UK
cl Clinical Nutrition Unit, Internal Medicine and Rehabilitation and Pediatric Hospital, Helsinki University Hospital and University of Helsinki, Helsinki, Finland
cm University of Groningen, University Medical Center Groningen, Beatrix Children's Hospital, Department of Dietetics, Groningen, the Netherlands.
cn Maastricht University Medical Centre, Maastricht, Netherlands
co Department of Gastroenterology and Hepatology - Dietetics, Radboud University Medical Centre, Nijmegen, Netherlands
cp Manchester University NHS Foundation Trust, UK
cq Centro Hospitalar São João, Porto, Portugal
cr Unit of Nutrition and Metabolopathies, Hospital La Fe, Valencia, Spain
cs Bradford Teaching Hospitals St Lukes, UK
ct Klinik für Kinder- und Jugendmedizin, Carl-Thiem-Klinikum gGmbH Cottbus, Germany
A. Pinto et al. Molecular Genetics and Metabolism Reports 18 (2019) 39–44
40







A B S T R A C T
Background: In phenylketonuria (PKU), weaning is considered more challenging when compared to feeding
healthy infants. The primary aim of weaning is to gradually replace natural protein from breast milk or standard
infant formula with solids containing equivalent phenylalanine (Phe). In addition, a Phe-free second stage L-
amino acid supplement is usually recommended from around 6 months to replace Phe-free infant formula. Our
aim was to assess different weaning approaches used by health professionals across Europe.
Methods: A cross sectional questionnaire (survey monkey®) composed of 31 multiple and single choice questions
was sent to European colleagues caring for inherited metabolic disorders (IMD). Centres were grouped into
geographical regions for analysis.
Results: Weaning started at 17–26 weeks in 85% (n = 81/95) of centres, > 26 weeks in 12% (n = 11/95)
and < 17 weeks in 3% (n = 3/95). Infant's showing an interest in solid foods, and their age, were important
determinant factors influencing weaning commencement. 51% (n = 48/95) of centres introduced Phe con-
taining foods at 17–26 weeks and 48% (n = 46/95) at > 26 weeks. First solids were mainly low Phe vegetables
(59%, n = 56/95) and fruit (34%, n = 32/95).
A Phe exchange system to allocate dietary Phe was used by 52% (n = 49/95) of centres predominantly from
Northern and Southern Europe and 48% (n = 46/95) calculated most Phe containing food sources (all centres in
Eastern Europe and the majority from Germany and Austria). Some centres used a combination of both methods.
A second stage Phe-free L-amino acid supplement containing a higher protein equivalent was introduced by
41% (n = 39/95) of centres at infant age 26–36 weeks (mainly from Germany, Austria, Northern and Eastern
Europe) and 37% (n = 35/95) at infant age > 1y mainly from Southern Europe. 53% (n = 50/95) of centres
recommended a second stage Phe-free L-amino acid supplement in a spoonable or semi-solid form.
Conclusions: Weaning strategies vary throughout European PKU centres. There is evidence to suggest that dif-
ferent infant weaning strategies may influence longer term adherence to the PKU diet or acceptance of Phe-free
L-amino acid supplements; rendering prospective long-term studies important. It is essential to identify an ef-
fective weaning strategy that reduces caregiver burden but is associated with acceptable dietary adherence and
optimal infant feeding development.
1. Background
Infants with phenylketonuria (PKU) are treated with a low pheny-
lalanine (Phe) diet supplemented with Phe-free L-amino acids (L-AA).
In early infancy, either breast milk or a standard infant formula is given
to supply Phe requirements. The volume of either milk is titrated to
individual tolerance with the remaining nutritional requirements being
provided by Phe-free L-AA infant formula [1], until the commencement
of solid introduction (weaning).
The World Health Organization (WHO) and UK Scientific Advisory
Board on Nutrition (2018) recommends that weaning should commence
from 6 months of age (≈26 weeks) [2] as infants are usually devel-
opmentally ready to accept solids. Alternatively, the European Society
for Pediatric Gastroenterology Hepatology and Nutrition (ESPGHAN)
advocates weaning from 17 to 24 weeks [3]. In PKU, the definitive age
for the inauguration of weaning remains undefined as infants have al-
ready been exposed to complementary feeds in the form of Phe-free L-
AA infant formula. In addition, infants have extra stages in their feeding
development that require consideration such as the introduction of a
second stage protein substitute [4]. The weaning process may be pro-
longed as each feeding stage has to be directed by a dietitian/doctor
before changes can occur in the feeding plan.
In 1999, a multicentre study from the UK and Australia (n = 13
centres) [5] reported that solids were usually introduced early (between
3 and 6 months), with low Phe solids such as fruit and vegetables being
given first. Although this timing is different from weaning re-
commendations, few infants were breast fed in this study (28% of
United Kingdom patients and 41% of Australia patients). In PKU, some
infants may not be satiated with Phe-free L-AA infant formula and there
is less flexibility in adjusting breast or standard infant formula volumes
in response to appetite without adversely affecting metabolic control
(unless a protein-free formula is also administered). Although in PKU
there is no evidence to suggest that Phe-free L-AA infant formula im-
pacts on appetite, non PKU studies have established that whole protein
is more satiating than amino acid formula [6,7].
Furthermore, some infants have poor acceptance of Phe-free L-AA
infant formula and fail to drink the prescribed amounts, so they may be
hungry, leaving little choice but to proceed with the introduction of
solid foods to satisfy appetite.
It is almost 20 years since the first paper on multi-centre weaning
practices was published in PKU [5]. Differences in the timing of solid
food introduction, policies on allocation of dietary Phe, dosage and type
of protein substitute prescribed at weaning may impact on future
feeding development. Therefore, it is important to re-examine how
dietary advice on weaning differs between professionals and compare
this with weaning advice for the general population. We report the
weaning practices of health professionals working with PKU across
Europe.
2. Material and methods
A cross sectional, non-validated, survey monkey® questionnaire was
sent to European IMD (Inherited Metabolic Disorders) health profes-
sionals (dietitians/nutritionists and medical doctors) who were either
members of the ‘Society for the Study of Inborn Errors of Metabolism’
(SSIEM) or who have participated in previous European surveys as-
sessing dietary practices [8,9]. The questionnaire was composed of 31
open, single and multiple-choice questions on infant feeding in PKU
with 14 questions focused on weaning. Questions examined: weaning
age; first weaning foods; age of introduction of Phe containing foods;
method of allocating Phe into the diet; age of introduction of low
protein milk, low protein bread and ‘finger foods’; changes to protein
substitute prescription during weaning and age of introduction of
second stage protein substitute in the weaning period.
The questionnaire was written in English but linguistic support in
Portuguese, French, Spanish and Italian was provided by the first au-
thor [AP] to clarify any queries. Only one answer per centre was ac-
cepted from health professionals and participants were instructed to
answer each question according to their general clinical practice rather
than for individual patient cases. The questions were devised to
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encompass all the possible/most common practices across different
European countries. A pilot questionnaire was given to 20 dietitians
who attended an International meeting. Because of this, changes were
made to the questionnaire to improve clarity of questions if there was
ambiguity with question structure.
The questionnaire responses were analysed according to the in-
dividual centres in addition to the geographical region of responding
centres. Results were analysed in two parts: 1) early infant feeding and
2) weaning procedures. The results of the survey about early feeding
practices has already been published [10].
3. Results
3.1. Participants
Ninety-five centres from 21 European countries responded to the
questionnaire. Centres were grouped into the following geographical
regions in order to analyse the results:
• Southern Europe (n = 30 centres): Portugal (n = 7 centres), Italy
(n = 6 centres), Spain (n = 9 centres), Greece (n = 2 centres) and
Turkey (n = 6 centres);
• Western Europe A (n = 16 centres): Belgium (n = 6 centres), France
(n = 5 centres) and The Netherlands (n = 5 centres);
• Western Europe B (n = 15 centres): Germany (n = 13 centres) and
Austria (n = 2 centres);
• Northern Europe (n = 24 centres): United Kingdom (n = 17 cen-
tres), Sweden (n = 3 centres), Norway (n = 1 centre), Denmark
(n = 1 centre), Finland (n = 1 centre) and Ireland (n = 1 centre);
• Eastern Europe (n = 10 centres): Latvia (n = 1 centre), Poland
(n = 6 centres), Slovakia (n = 1 centre), Hungary (n = 1 centre)
and Estonia (n = 1 centre).
3.2. Weaning commencement
In the participating centres, weaning commenced at age: < 17
weeks in 3% (n = 3/95), from 17 to 26 weeks in 85% (n = 81/95)
and > 26 weeks of age in 12% (n = 11/95). The main factors influ-
encing solids commencement were infant's age (n = 85/95 centres) and
infants showing an interest in food (n = 70/95). The first weaning
foods suggested by centres were low Phe vegetables (59%, n = 56/95),
low Phe fruits (34%, n = 32/95), low Phe cereal (6%, n = 6/95) and
low protein finger foods [1%, n = 1/95].
Centres introduced Phe containing foods such as cereal, potato or
yoghurt to replace Phe from breast milk or standard infant formula at
infant age: < 17 weeks in 1% (n = 1/95), from 17 to 26 weeks in 51%
(n = 48/95) and > 26 weeks in 48% (n = 46/95). Centres expressed a
preference for either allocating Phe containing foods by an exchange
system (52% of centres, n = 49/95) or calculating the Phe content of
individual foods (48%, n = 46/95). Some centres commented how they
choose a system according to the preference and ability of an individual
family and so use both systems in their centres.
When centres used exchange systems to allocate Phe, different Phe
amounts were used to define one Phe exchange: between 10 and 25 mg
of Phe (19% of centres, n = 18/95), 50 mg of Phe (31%, n = 29/95), or
an unspecified amount (11%, n = 10/95), with some centres using
more than one exchange system, which was determined by the Phe
concentration of foods.
Low protein milks (e.g. ProZero®, Sno-Pro® and Dalia®) given as a
drink or added to foods such as low protein cereal/desserts were in-
troduced: < 6 months of age in 1% (n = 1/95) of centres, 6–8 months
in 19% (n = 18/95), 9–12 months in 23% (n = 22/95) and >
12 months in 57% (n = 54/95).
Low protein bread was introduced by centres at: < 6 months of age
in 3% (n = 3/95), between 6 and 8 months in 36% (n = 34/95),
9–12 months, 44% (n = 42/95) and > 12 months in 17% (n = 16/95).
3.3. Weaning process: L-AA supplement
A second stage L-AA supplement containing a higher Phe-free amino
acid concentration than Phe-free infant formula was introduced by
centres at the following infant ages: < 26 weeks, 9% (n = 9/95);
26–36 weeks, 41% (n = 39/95); 37–52 weeks, 13% (n = 12/95);
and > 1y, 37% (n = 35/95) [Fig. 1].
Over half of the centres (53%, n = 50/95) recommended that a
second stage L-AA supplement was administered as a semi-solid (paste/
gel), 18% (n = 17/95) as a concentrated drink, 19% (n = 18/95) as a
non-concentrated drink and 11% (n = 10/95) gave a second stage
protein substitute via a different, non-specified method.
4. Discussion
This paper reports European health professionals' infant weaning
practices in PKU. The initial approaches to weaning are very similar,
with the majority of centres introducing solids between 17 and
26 weeks of age commencing with low Phe fruit and vegetables. There
were different systems to allocate calculated Phe containing foods into
the diet, and although over half of the centres introduced a more
concentrated source of protein substitute from 6 months, centres from
Southern Europe and Western Europe A (Portugal, Spain, Greece,
Turkey, Belgium, France and The Netherlands) delaying its introduction
until after the first year of age.
There is evidence in non-PKU healthy infants that early solid in-
troduction reduces breast milk volume and deferring weaning until
6 months of age is not associated with lower acceptance of solid foods
[2]. However, in PKU, the age of weaning may affect the acceptance of
a second stage protein substitute and any rejection of protein substitute
is associated with worsening of blood Phe control. Although the ideal
time to introduce solids in infant’s with PKU is not established, as
second stage protein substitute is often added in parallel with low Phe
food introduction, later food introduction may alter acceptance of
second stage protein substitute [11].
While dietary Phe (to replace Phe from breast milk or infant for-
mula) was added either in the form of an exchange system or by cal-
culating Phe intake of most foods, there was suggestion that dietary
practices were changing and were more flexible. Some centres in-
troduced lower Phe containing fruits and vegetables at weaning
without calculation which should benefit infants by improving infant
exposure to a wider range of tastes and textures. Over recent years the
system of allocating dietary Phe has provoked much discussion but
increasing evidence is supporting a ‘simple’ diet in PKU [12–14] and
there is no data to suggest that this is associated with loss of blood Phe
control. The European PKU Guidelines [15] supported a system where
Fig. 1. The age of introduction of a second stage protein substitute in each age
category by centres in different geographical regions.
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fruits and vegetables containing Phe ≤75 mg/100 g are considered as
‘exchange free’ foods and thereby permitted without measurement
[16–18]. There is also evidence suggesting that there may be some over
restriction of prescribed dietary Phe below individual tolerance [19].
European countries using Phe exchange systems do not seem to have
worse metabolic control than centres that estimate all Phe intake [20].
In addition, Phe food analysis is associated with inaccuracy and pub-
lished figures of the Phe content of food are inconsistent [21]. Fur-
thermore, different definitions for the amount of Phe in one exchange
were used in our survey and future PKU guidelines should aim to
harmonize practice. It is essential patients receive standard information
from health professionals, especially when so much information is ac-
cessible through the internet and social media.
There is already a high burden for caregivers of children with PKU
with the extra time associated with managing the disorder [22,23],
which may lead to caregivers reducing working hours or even leaving
their jobs [23]. It has been reported in a UK survey that a median of
almost 2 h per week was spent weighing foods [23] using an exchange
system. It is likely that even more time will be necessary if Phe intake
from almost all food is measured, resulting in additional anxiety, al-
though it has been documented that many families do not sustain the
practice of weighing foods beyond early childhood [24].
This survey indicated low use of low protein special foods during
weaning. Generally, Northern European centres introduced these foods
earlier than other regions, which may be influenced by low protein food
availability and national prescription systems. Introduction of low
protein foods in the first year might be associated with better accep-
tance, but if caregivers must pay for them, they may consider that high
waste (common during weaning) does not justify their expense. In ad-
dition, caregivers are at an early stage in attaining their low protein
cooking skills, which may also limit infant exposure to low protein
special products. Delayed introduction and lack of exposure to their
textures or taste may lead to rejection but this needs further exploration
in PKU.
Second stage protein substitutes were recommended in various
forms according to geographical region. This could be related to
availability of protein substitutes in different countries. Almost two
thirds of centres introduced a second, more concentrated source of Phe-
free L-AA supplement by the time infants were aged one year. The
majority of centres from Southern Europe delayed its introduction until
after the first year of age but overall there was a change in practice from
an earlier multicentre study [5], which was associated with an even
later introduction of a concentrated protein substitute. A study ex-
amining feeding problems in PKU, showed that high volumes of Phe-
free liquid L-AA supplement (required if a concentrated protein sub-
stitute is not introduced during weaning) was associated with crying,
screaming, gagging and protein substitute rejection [25,26]. Practice
may be to add second stage protein substitute to a feeding bottle, and
although this may help to conceal its bitter taste and distinct smell, it
does not support good dental health or overall feeding development.
In a retrospective, longitudinal review over 15 years, Evans et al.
[11] showed that a semi-solid/spoonable L-AA supplement given from
20 weeks was well tolerated, and any feeding problems encountered
were comparable to the problems observed in children without PKU. In
this study, there was a trend for children weaned before 17 weeks of age
and those commencing weaning protein substitute late (> 26 weeks of
age) to refuse a second stage, spoonable L-AA supplement at some
point. In our survey, only 9% of centres commenced a second stage
weaning L-AA supplement before 26 weeks and 37% started only after
the first year of age. Prospective longitudinal studies are required to
compare the effect of earlier and late introduction of second stage
protein substitute with longer-term acceptance of L-AA supplements in
PKU.
This study had several limitations. It was a cross-sectional study
rather than prospective. The questionnaire was non-validated although
a pilot questionnaire was tested. Data was collected about general
health professional practice rather than individual prescriptions.
Therefore, this survey did not collect data about individual Phe toler-
ance or blood Phe control. Only one questionnaire was completed by
each PKU centre and it is possible that different professionals may have
had different approaches within the same centre.
5. Conclusions
Weaning strategies vary widely according to different European
regions. There is very little data about the definitive weaning process in
PKU and this survey gives useful information on how different health
professionals in treatment centres across Europe manage PKU. There is
also suggestion that weaning practices have changed compared with an
earlier survey. No reports are available assessing how different strate-
gies may influence adherence to the PKU diet and acceptance of Phe-
free L-AA supplement during childhood and later in life, so prospective
long-term studies are important. It is essential to define the most ac-
ceptable weaning strategy for infants associated with the least caregiver
burden and the best long term outcome in PKU.
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